To determine the effects of antiplatelet therapy among patients at high risk of occlusive vascular events.
Data extraction
Investigators of trials that had contributed at least 200 patients provided, for each patient originally randomised, data on the baseline characteristics (age, gender, blood-pressure, medical history) and dates of randomisation, follow-up, and any vascular events that had occurred. They also provided a tabular summary of the number of patients originally allocated to each treatment group and the numbers experiencing outcomes of interest over the scheduled follow-up period. Investigators responsible for smaller trials (fewer than 200 patients) were asked only for the tabular summary.
Methods of synthesis
How were the studies combined? The analyses were stratified by trial (to avoid direct comparisons between individuals in different studies). Trials that had unequal randomisation ratios, and therefore imbalances in the number of patients in the treatment and control groups, were adjusted by an appropriate integer.
How were differences between studies investigated? Different trials or groups of trials were compared using standard chi-squared tests for heterogeneity or tests for trend between the observed effects on vascular events.
Results of the review
There were 197 trials comparing antiplatelet therapy with control, of which 195 provided vascular event data (135,640 patients), and 90 trials (77,000 patients) comparing different antiplatelet regimens.
Overall results on vascular events.
Overall, 7,705 (10.7%) vascular events were recorded among 71,912 on antiplatelet treatment versus 9,502 (13.2%) of 72,139 allocated controls (adjusted totals), (p<0.0001), a reduction of about one-quarter. These benefits were observed among all patient groups (previous MI, acute MI, previous stroke or transient ischaemic attack, acute stroke, other high risk). The absolute reductions in events were: 36 (standard error, SE=5) per 1,000 treated for two years among patients with previous MI; 38 (SE=5) per 1,000 patients treated for one month among those with acute MI; 36 (SE=6) per 1,000 treated for two years among those with previous stroke or transient ischaemic attack; 9 (SE=3) per 1,000 treated for three weeks among those with acute stroke; and 22 (SE=3) per 1,000 treated for two years among other high-risk patients, with separately significant results for those with stable angina (P=0.0005), peripheral arterial disease (p=0.004), and atrial fibrillation (p=0.01). Although the benefit for acute stroke patients appeared smaller, this may reflect the shorter treatment period (less than one month) among acute stroke patients, compared with an average of 29 months for patients with a previous stroke or transient ischaemic attack. Overall, antiplatelets produced a proportional 34% reduction in nonfatal MI, a 26% reduction in nonfatal MI or death from coronary heart disease (p<0.0001), a 25% reduction in nonfatal strokes (p<0.0001), a 15% reduction in vascular deaths (p<0.0001), and a 26% reduction in the odds of fatal or nonfatal pulmonary embolism (p<0.01).
Risk of bleeding.
The proportional increase in risk of a major extracranial bleed with antiplatelet therapy was about 60% (odds ratio 1.6, 95% confidence interval, CI: 1.4, 1.8), with similar proportional increases in each of the 5 categories of patient.
Dose of aspirin.
There was no significant differences in reductions in vascular events between different aspirin regimens (e.g. less than 75 mg daily versus at least 75 mg daily), although doses of less than 75 mg have not been widely assessed. The evidence from trials of higher doses indicates that the proportional increase in risk of a major extracranial bleed was similar with daily aspirin dose of less than 325 mg but, since gastrotoxicity is known to be dose-dependent, a dose of 75 mg to 150 mg daily is appropriate for long term protection.
Effects of other antiplatelet drugs.
Indirect comparisons of different antiplatelets provided no clear evidence of differences in the effects on serious
